. Structure of IY-IY-TEG.
. Compounds induced non-selective photocytotoxicity in TrkC + and TrkC -cells when treated for prolonged periods. 4T1 and 67NR cells were cultured in 96-well plates. After 24 h, 1-PDT, 2-PDT and I 2 -BODIPY with indicated concentrations were added to cells and incubated for 2 h, 4 h and 6 h. Media was removed and the cells were washed with PBS before new media was added. Cells were then irradiated with 7.3 J/cm 2 of light at a fluence rate of 12.2 mW/cm 2 . MTT was carried out 24 h after irradiation. Data represent mean ± SEM of three independent experiments. * p < 0.05, ** p < 0.005 vs 2 hours treatment Figure S3 . Uptake of compounds in TrkC + cells. 4T1 cells were cultured in 2-well chambers. After 48 h, 1-PDT and 2-PDT were added to cells (final concentration is 0.5 M) and incubated for 2 h. Media was removed and the cells were washed with PBS before new media was added. Images were captured using confocal microscope (20X). Figure S4 . Biodistribution of 1-PDT in 4T1 tumor bearing mice. Biodistribution of 1-PDT was monitored in 4T1 tumor bearing mice (n=3) up to 72 h. Significant fluorescent signals were detected the liver (20 folds more than that of the tumor), kidney and lung within the first 3 h post administration. Although the amount of 1-PDT in tumor was significantly lower (p<0.05 for all monitoring time points, One way ANOVA-Tukey post-hoc test) than that of the liver, the tumor accumulation level of 1-PDT was found to resemble to that of the heavily vascularized kidney and lung in the first 3 hours post 1-PDT administration, and persistently higher than that of these organs in the following 69 hours of monitoring period. Taking into consideration of the relatively lower vascularization in tumor compare to the kidney and lung, and the consistency of the 1-PDT level within the tumor throughout the monitoring period, it would be fair to suggest that the accumulation of 1-PDT in tumor is somehow not random but associated to the targeting of 1-PDT by the associated IY ligands to the tumor tissue. In the graph of % of initial tumor volume, 1-PDT has slower tumor growth compared to 2-PDT in dark.
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We hypothesize that 1-PDT might indirectly regulates certain cytokines profile and immune response; we are currently working on exploring this idea. 
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